Anti-CD20 monoclonal antibody has been successfully used to treat several self-immune diseases. The authors report the case of a 71 year-old female patient under the use of pegylated form of interferon á associated with ribavirin for the treatment of hepatitis C, who, after concluding the therapeutic program -negative Polymerase Chain Reaction (PCR) -developed a severe cutaneous vasculitis, receiving the diagnostic of type II mixed cryoglobulinemia. Four sessions of plasmapheresis were prescribed along the period of 11 days, with no result. The choice made was to administer anti-CD 20 monoclonal antibody (rituximab), 375 mg/m², per week, during four consecutive weeks. One could observe fast recovery from the purpura, as well as total remission of urticaria.
Cryoglobulins are immunoglobulins that at low temperature, (4ºC) in vitro, have the property of forming precipitates, which at normal body temperature (37ºC) are dissolved. There are three described types of cryoglobulinemia: (1) Type I -monoclonal proteins that lack rheumatoid factor active, (2) Type II, mixed -monoclonal antibody with rheumatoid factor active, and (3) Type IIIpolyclonal antibody with rheumatoid factor active [1] . Type II is the most frequently associated with vasculitis [2] .
Vasculitis secondary to cryoglobulinemia occurs in only a small minority of patients with cryoglobulins in their serum, but this diagnosis should be considered when patients present palpable purpura, especially when recurrent, and peripheral neuropathy [3] .
Type II cryoglobulinemia can be essential (idiopathic) or secondary to infections, inflammatory or neoplasic processes [4] . Nowadays, hepatitis C can be pointed as the main cause of type II mixed cryoglobulinemia, followed by hepatitis B, systemic lupus erythematosus, rheumatoid arthritis and the B cells non-Hodgkin's lymphoma [5, 6] . The disease can be treated at three different levels: (1) etiologic, (2) pathogenic, or (3) symptomatic.
The elimination of hepatitis C virus is obtained by combining interferon and ribavirin in a minority of cases only. Whenever there are severe complications, like glomerulonephritis, neuropathy or vasculitis, it will be treated by an association of corticoids, plasmapheresis and cyclophosphamide, however these immunosuppressive agents may facilitate viral replication [7] . More recently, a pathogenic treatment with rituximab -an anti-CD 20 monoclonal antibody present in B Cells -has been proposed for hepatitis C Virus infected patients with type II mixed cryoglobulinemia [8, 9] .
It is the scope of the present article to report a case illustrating this therapeutic innovation.
Case Report
Female patient, 71 year-old, hepatitis C virus infected reports that twenty (20) months earlier (before beginning of anti-viral therapeutic) had noticed disseminated cutaneous lesions, of progressive course, some pruriginous, predominantly located on the lower limbs. Having made use of peg-interferon and ribavirin for the hepatitis C during twelve (12) months, presently, seven (7) months after end of treatment, the patient is showing sustained virological response, as identified by Polymerase Chain Reaction (PCR). After conclusion of the treatment against the virus, the patient suffers severe aggravation of cutaneous condition and searches for medical care.
The patient presents previous history of Hodgkin's disease -mixed cellularity stage IIB -, then treated with four cycles of adriamycin, bleomicin, vinblastine, dacarbazine and involved field radiotherapy, and currently shows Hodgkin's disease in total remission, as evaluated by Positron emission tomography and PCR respectively.
Physical examination evidenced cutaneous lesionspalpable purpura and urticaria -of several sizes, diffusely distributed, but predominant on lower limbs and buttocks. Laboratorial investigation confirmed the diagnostic -type II cryoglobulinemia, 660 micro/mL. Four sessions of plasmapheresis were prescribed along eleven (11) days to control the symptoms, after which cryoglobulinemia showed values of 757 micro/mL. Refractoriness to treatment led to the decision of trying rituximab, 375mg/m², during four consecutives weeks, with fast response from urticaria and only some purpura left on lower limb.
Type II mixed cryoglobulinemia has not suffered significant modification. After four months of treatment the patient maintains sustained virological response and a stable condition.
Discussion
Rituximab is a monoclonal antibody directed against the antigen CD 20, a molecule present on the surface of B prewww.bjid.com.br lymphocyte, activated or not. It is a drug of low toxicity, only tremors and shivering being reported by a minority of patients. No significant rise in the incidence of infections is described among rituximab users.
The decision of trying rituximab for the treatment of type II mixed cryoglobulinemia was due to the pathogenesis of the disease, associated with the presence of cryoglobulins (immunoglobulins), molecules produced by B lymphocytes [10] , wich would have their level reduced with the adoption of a monoclonal antibody directed to these cells (anti-CD20). Thus the drug can be used by patients with type II mixed cryoglobulinemia resistant to the conventional therapeutic, as well as in the more severe forms of the disease.
The patient in the present report being non-responsive to plasmapheresis, benefited enormously from the use of anti-CD20 antibody, showing evident improved condition concerning vasculitis syndrome.
The favorable result here reported shall motivate further investigation to establish the role of rituximab in the treatment of type II mixed cryoglobulinemia.
